Proliferating cells need to accurately duplicate and pass their genetic material on to daughter cells. Problems during replication and partition challenge the structural and numerical integrity of chromosomes. Diverse mechanisms, as the DNA replication checkpoint, survey the correct progression of replication and couple it with other cell cycle events to preserve genome integrity. The structural maintenance of chromosomes (SMC) cohesin complex primarily contributes to chromosome duplication by mediating the tethering of newly replicated sister chromatids, thus assisting their equal segregation in mitosis. In addition, cohesin exerts important functions in genome organization, gene expression and DNA repair. These are determined by cohesin's ability to bring together different DNA segments and, hence, by the fashion and dynamics of its interaction with chromatin. It recently emerged that cohesin contributes to the protection of stalled replication forks through a mechanism requiring its timely mobilization from unreplicated DNA and relocation to nascent strands. This mechanism relies on DNA replication checkpoint-dependent cohesin ubiquitylation and promotes nascent sister chromatid entrapment, likely contributing to preserve stalled replisome-fork architectural integrity. Here we review how cohesin dynamic association to chromatin is controlled through post-translational modifications to dictate its functions during chromosome duplication. We also discuss recent insights on the mechanism that mediates interfacing of replisome components with chromatin-bound cohesin and its contribution to the establishment of sister chromatid cohesion and the protection of stalled replication forks.
Introduction
In eukaryotes, most of genetic information is contained in chromosomal DNA that must be accurately duplicated and partitioned every cell cycle. Chromosome replication initiates at multiple discrete sites, known as replication origins, in which two replication forks emerge to progress away until termination occurs, generally by convergence with forks coming from neighboring origins (Siddiqui et al. 2013) . Replication requires the unwinding of chromatin to provide a single-stranded DNA (ssDNA) template for replicative polymerases Pol ε and Pol δ, primarily dedicated to leading and lagging strand synthesis, respectively (Doublié and Zahn 2014; Lujan et al. 2016) . DNA unwinding is performed by the CMG (Cdc45-MCM-GINS) helicase complex which associates a number of additional factors to conform the replisome. Besides providing ssDNA templates, this complex molecular machine is in charge of the synthesis of leading and lagging strands, the coupling of DNA unwinding with DNA synthesis (through factors such as Ctf4/AND-1) and the maturation of discontinuous lagging strands (for instance by action of the FEN1 and Dna2 nucleases) (Villa et al. 2016; Kurat et al. 2017; Yeeles et al. 2017) . Replication fork progression re-shapes chromosome structure, as helicase action requires the eviction of nucleosomes (subsequently re-assembled on nascent DNA duplexes) and imposes changes in the topology and higher order organization of DNA molecules (Bell and Labib 2016) . Different factors associate to replisomes to mediate nucleosome Communicated by M. Kupiec.
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removal and re-assembly during replication (such as the FACT complex or the Asf1 histone chaperon) and relax replication-driven torsional stress (i.e., DNA topoisomerases I and II) (Bermejo et al. 2007; Alabert et al. 2014 ). In addition, replisome progression is intimately intertwined with the establishment of sister chromatid cohesion (SCC), which is maintained by the structural maintenance of chromosomes (SMC) cohesin complex (Carretero et al. 2010) . Newly synthesized chromatids are embraced and locked by cohesin molecules in the wake of replication forks, in a scarcely known process that requires the function of several replisome factors, ensuring their close spatial association until anaphase (Mehta et al. 2012) . Sister chromatid cohesion is itself important for the correct execution of mitosis, as it contributes to establishing bipolar kinetochore attachment and prevents premature separation of sister chromatids by pulling forces of spindle microtubules (Hirano 2015) .
Conditions that impede DNA unwinding or synthesis, collectively known as replication stress, can stall the progression of replication forks and are thought to determine structural changes in the replisome-fork dynamic architecture (Branzei and Foiani 2010; Jossen and Bermejo 2013) . Such changes are monitored by DNA replication checkpoint kinases, Mec1/ATR and Rad53/CHK1, which trigger a cellular response aimed at protecting genome integrity, prominently by preserving the proficiency for DNA synthesis of stalled forks (De Piccoli et al. 2012) . Prolonged fork stalling, particularly in the absence of a functional checkpoint response, can lead to the formation of DNA breaks owing to fork collapse and/or nucleolytic processing of replication intermediates (Colosio et al. 2016; Pasero and Vindigni 2017) . In addition, attempts to segregate incompletely replicated chromosomes can lead to missegregation and generate DNA breaks during mitosis (Fujita et al. 2013; Fragkos and Naim 2017) . Replication stress-related DNA breaks have been proposed to promote tumorigenesis by driving the transformation of premalignant cells (Lecona and Fernán-dez-capetillo 2014; Gaillard et al. 2015) .
Cohesin has been found to be enriched at replication forks both under normal and replication stress conditions (Tittel-Elmer et al. 2012; Ribeyre et al. 2016 ). This association likely relates to the recently discovered requirement for cohesin function to promote efficient fork progression upon stalling by the presence of damaged DNA templates, dNTPs depletion or at hard-to-replicate telomeric regions (Remeseiro et al. 2012; Tittel-Elmer et al. 2012) . Cohesin also aids coping with DNA damage during S and G2 phases of the cell cycle, in which a close association of sister chromatids is thought to facilitate error free bypass of lesions blocking DNA polymerases and repair of DNA breaks by homologous recombination through the copying of the identical genetic information on the sister chromatid (Ström et al. 2004; McAleenan et al. 2013; Fumasoni et al. 2015) . Hence, cohesin plays key roles in preventing genomic instability during chromosome duplication, both promoting DNA integrity during replication and a balanced chromosome segregation in mitosis. Here, we review how the dynamic association of cohesin with chromatin is controlled to direct its functions in the chromosome duplication cycle. We also discuss recent insight on how interfacing between chromatin-bound cohesin and replication forks is achieved, as well as its contribution to genome integrity maintenance in conditions of replication stress.
Dynamics of cohesin association to chromatin during the chromosome duplication cycle
The core cohesin complex is constituted by two SMC subunits, Smc1/SMC1 and Smc3/SMC3, which associate through their hinge domains and extrude long coiled-coil domains to form a "V-like" structure ( Fig. 1 ). An Scc1/RAD21 alphakleisin subunit interacts with Smc1 and Smc3 ATPase heads, at the end of coiled-coil domains, conforming a closed ringlike structure that can topologically embrace DNA molecules (Haering et al. 2002; Gligoris and Löwe 2016) . In addition, accessory subunits Scc3 (ortholog of SA1 and SA2 in human) and Pds5 (PDS5A and PDS5B in human) interact with the core cohesin complex through Scc1 and influence the association of cohesin to chromatin (Michaelis et al. 1997; Sutani et al. 2009; Chan et al. 2013 ). The precise way in which the ring-shaped cohesin complexes interact with and lock in DNA molecules is not yet understood. Several models have been proposed that vary on whether one or more cohesin complexes associate different DNA segments and in the way cohesin complexes are arranged while embracing DNA (Kurze et al. 2011; Skibbens 2016) . The embraced segments can belong to the same DNA molecule (as in the case of chromatin loop extrusion or the association of promoter and enhancer elements) or to different ones (to mediate sister chromatid cohesion, to facilitate DNA repair or to promote homologous chromosome pairing in meiosis) (Ström et al. 2004; Kagey et al. 2010; Dorsett 2011; Ding et al. 2016; Haarhuis et al. 2017) . It is generally assumed that cohesin functions rely on the complex's ability to topologically associate DNA segments in a stable manner. For this reason, the control of the dynamics and topology of the interaction of cohesin with chromatin is thought to be crucial for the regulation of cohesin-mediated processes.
Association of cohesin to chromosomal DNA is indeed dynamic during the cell cycle and is influenced by posttranslational modifications and the action of accessory factors (Fig. 2) . The cohesin ring is recruited to DNA before S-phase, in G1 in budding yeast and after telophase in mammalian cells, by action of the Scc2/Scc4 complex (NIPBL/ MAU2 in human). Cohesin loading implies the entrance of DNA molecules into the cohesin structure, where the Smc3-Smc1 hinge and Smc3-Scc1 interfaces have been proposed to permit entry into the complex (Murayama and Uhlmann 2015 ). The precise mechanism by which cohesin is loaded onto DNA is not yet fully understood, but recent insight into Scc2 structure supports the notion that multiple contacts between Scc2 and cohesin are essential for this process (Chao et al. 2017) . Scc2 was proposed to stabilize two sensory lysines (K112 and K113 in budding yeast) close to the ATPase head domain of Smc3, promoting ATP hydrolysis and the opening of an entry gate for DNA (Murayama and Uhlmann 2015) . This association of cohesin to chromatin is labile and can be reversed due to the action of regulators such as Wpl1/WAPL and Pds5, which are thought to dislodge the Smc3-Scc1 interface to permit DNA exit from the cohesin structure (Kueng et al. 2006; Sutani et al. 2009; Chan et al. 2012) . In S phase, a fraction of cohesin becomes stably associated to chromatin, thought to correspond to molecules embracing newly replicated sister chromatids, by action of the fork-associated Eco1 acetyltransferase (ESCO1 and ESCO2 in human) that acetylates K112 and K113 on Smc3 (Nasmyth 2011; Lopez-Serra et al. 2013 ). These modifications likely render the Smc3-Scc1 interface refractory to Wpl1/Pds5 action, precluding DNA exit from the complex, and determine a fork-coupled establishment of sister chromatid cohesion.
Tethering of sister chromatids is maintained until mitosis in which cleavage of the kleisin subunit triggers chromosome segregation (Morales and Losada 2018) . In anaphase, Fig. 2 A model for the control of cohesin function during the chromosome duplication cycle. Schematic model for the regulation of cohesin dynamic interaction with chromatin and its contribution to cohesin functions in DNA replication, stalled fork protection and chromosome segregation. Cohesin is loaded to chromatin prior to S-phase onset by the Scc2/Scc4 complex. At this stage, cohesin interacts with DNA in a labile fashion due to the action of Wpl1 and Pds5, which promote the exit of embraced DNA molecules from the ringshaped structure. During replication, a fraction of cohesin becomes stably associated to chromatin due to acetylation of two key lysines on Smc3, close to the DNA exit gate at its interface with Scc1. This modification is exerted by Eco1, which associates to replication forks, presumably once entrapment of the two sister chromatids has been achieved. Smc3 acetylation makes cohesin refractory to Wpl1/ Pds5 function and establishes sister chromatid cohesion. Cohesion is maintained until its ultimate dissolution in anaphase through Smc3 deacetylation and Scc1 cleavage, mediated by Hos1 and separase, respectively. Cohesin mobilization and translocation from unreplicated chromatin to nascent duplexes is driven by Rsp5 Bul2 -dependent ubiquitylation and the action of the Cdc48 ubiquitin selective segregase. Cohesin translocation is required for the embracement and locking of nascent chromatids, which in turn promotes a stable configuration of replication machineries stalled in conditions of replication stress. Names of budding yeast factors are indicated. See text for further details the APC/Cdh1 E3 ubiquitin ligase promotes the degradation of securin, an inhibitor of the separase protease responsible of cleaving Scc1/RAD21. Separase activation mediates the removal of centromere-associated cohesin complexes, an event permitting the separation of sister chromatids (Uhlmann et al. 1999; Alexandru et al. 2001) . While this is the main mechanism for cohesion dissolution in yeast cells, additional mechanisms have been described in higher eukaryotes. In vertebrate cells, cohesin is removed from chromosome arms during prophase, in a mechanism mediated by the Plk1 kinase. Phosphorylation of the SA subunit by Plk1 is required for cohesin dissociation, in a process also requiring WAPL1 function (Hauf et al. 2005) . It has been proposed that cohesin removal from chromosome arms may facilitate sister chromatid resolution through decatenation by DNA topoisomerase II (Losada et al. 2002) , which has been proposed to also crosstalk with Smc3 acetylation (Lin and O'Connell 2017) . This prophase pathway would be restricted from dissolving centromeric cohesion by action of the cohesin protector Shugoshin 1 (SGO1) and the protein phosphatase 2A (PP2A) that counteract cohesin phosphorylation mainly at centromeres (Liu et al. 2013 ). It has also been recently suggested that, in yeast cells, Smc3 deacetylation by Hos1 in early anaphase is required for the opening of a DNA exit gate and cohesin removal (Li et al. 2017) . In addition, a function in recycling Smc3 for its use in the following cell cycle has been attributed to the Hos1 deacetylase (Beckouet et al. 2010; Xiong et al. 2010 ). Posttranslational modifications play also important roles in modulating cohesin association to chromatin in response to DNA breaks. Cohesin complexes are recruited to chromatin surrounding double-stranded DNA breaks, presumably to maintain the proximity between broken DNA ends and thus facilitate repair through homologous recombination (Gelot et al. 2016) . DNA damage-induced cohesion requires Eco1 acetylase function, although in this context Scc1, instead of Smc3, seems the key target (Heidinger-Pauli et al. 2009 ). Scc1 acetylation requires previous checkpoint-dependent phosphorylation, indicating that in this context, cohesin regulation by the DNA damage response is primarily exerted through its kleisin subunit. A fascinating picture is, therefore, emerging on the interplaying roles of post-translational modifications in modulating cohesin functional association to chromatin along the cell cycle, that may operate differently at specific genomic regions or following DNA damage.
Interfacing of chromatin-associated cohesin with replisome factors upon engagement by replication forks
Since cohesin is loaded onto chromatin prior to replication initiation, advancing forks are bound to encounter cohesin molecules on template DNA. While interfacing of replication forks with cohesin complexes likely impacts on cohesion establishment and fork integrity, the mechanism through which it is achieved is only beginning to be understood. Three different fates have been proposed for cohesin during replication (Uhlmann 2016) . One possibility is that replication machineries slide through the cohesin ring, so that sister chromatids are "synthesized into" cohesin achieving their passive entrapment. A second possibility is that an opening in the ring structure is induced when replication forks engage cohesin leading to a transient dislodging of cohesin from chromatin, which may, however, remain in proximity of the replisome, and its subsequent reloading around sister chromatids. Lastly, cohesin may be removed from chromatin upon engagement by replication forks and unrelated cohesin molecules loaded around nascent sister chromatids.
Recent studies argue for chromatin-bound cohesin being transiently mobilized in front of replication forks and transferred to nascent duplexes. In human cells lacking WAPL, cohesin molecules remain associated to chromosomes throughout S-phase, indicating that nascent sister chromatid entrapment can be achieved on the expense of "recycled" cohesin, already associated to chromatin prior to replication (Rhodes et al. 2017) . Work on budding yeast also provided insight on how cohesin translocation behind forks might occur at the molecular level (Frattini et al. 2017) . In S-phase cells, ubiquitylated forms of the Smc1, Smc3 and Scc1 cohesin subunits were detected in a manner dependent on the Rsp5 E3 ubiquitin ligase and its arrestin-like adaptor Bul2. Mutants having impaired function of Rsp5
Bul2 or the VCP/Cdc48/p97 ubiquitin-selective segregase show increased levels of cohesin association to chromatin nearby sites of active replication, suggestive of a defect in mobilizing cohesin from replicating chromatin. In contrast, when the association of fork proximal cohesin to BrdU-labelled newly synthesized DNA was assayed, it was found to be dramatically reduced in Rsp5
Bul2 and Cdc48 mutants (Frattini et al. 2017 ). These observations suggest that ubiquitylation favors cohesin mobilization from unreplicated chromatin, which is required for its subsequent relocation to newly synthesized sister duplexes (Fig. 2) .
The molecular steps leading to cohesin mobilization from replicating chromatin remain obscure. Cdc48 targets ubiquitylated proteins and induces conformational changes that dislodge them from their cellular environment (Stolz et al. 2011; Dantuma and Hoppe 2012) . Cdc48 has been involved in the extraction of ubiquitylated proteins from chromatin, including the CMG-replicative helicase, the KU repair factor or RNA polymerase II (Harreman et al. 2009; Verma et al. 2011; Maric et al. 2014; van den Boom et al. 2016) . Hence, it is reasonable to think that, also in the case of cohesin, ubiquitylation may trigger or be a prerequisite for extraction from chromatin when the complex is engaged by replication forks. In this view, Cdc48 would target ubiquitylated cohesin and reshape its structure to favor the opening of a DNA exit gate and the release of the complex from DNA. Of note, a role for Cdc48 in mobilizing the SMC condensin complex to promote its dynamic interaction with chromatin was recently described (Robellet et al. 2017; Thattikota et al. 2018) .
Mutations in Rsp5
Bul2 and Cdc48 impairing cohesin mobilization confer sensitivity to replication stress-inducing agents, which is genetically linked to cohesin function in replication fork protection (Frattini et al. 2017 ). Wpl1 ablation also confers HU sensitivity, which is epistatic to that of mutations impairing cohesin ubiquitylation and mobilization. It is tantalizing to speculate, based on these genetic interactions, that conformational changes induced by Cdc48 favor Wpl1-mediated opening of a gate at the Smc3-Scc1 interface to mediate cohesin release from template chromatin. Identification of residues ubiquitylated in an Rsp5
Bul2 -dependent manner on the different cohesin subunits may provide insight on the structural remodelling of the complex and putative opening of DNA exit gates.
A key aspect of the transient opening model is how would mobilized cohesin be shuttled for reloading. This may occur through transient physical interaction of evicted cohesin with replisome components, which may also contribute to integrate cohesin translocation with the synthesis of nascent strands. In budding yeast, replisome factors as Ctf4/AND-1, thought to act as a hub coupling the GINS component of the CMG helicase with lagging strand polymerases, and Ctf18 or Elg1/ATAD5, components of alternative replication factor C complexes mediating the loading/unloading of the PCNA (Proliferating Cell Nuclear Antigen) replicative polymerase processivity factor, are necessary for efficient cohesion establishment (Maradeo and Skibbens 2010; Lai et al. 2012; Samora et al. 2016) . This evidence supports the notion that cohesin translocation to nascent chromatids may be influenced by replisome dynamic architectural features, specifically related to the coordination between DNA unwinding and processive nascent strand synthesis (Rudra and Skibbens 2012) . Intriguingly, Ctf4 is also involved in attracting the Chl1 (homolog of human ChlR1/DDX11 and BACH1/BRIP1/FANCJ) helicase to the replisome, which is enigmatically required for SCC establishment in a fashion independent of its catalytic activity (Samora et al. 2016 ). In addition, intriguing is the question how would cohesin be loaded back to entrap newly synthesized chromatids. In vitro evidence using purified fission yeast cohesin, indicates that capture of a second DNA by cohesin molecules that already embrace a DNA duplex is more efficient when using ssDNA as a substrate (Murayama et al. 2018 ). These observations may have important implications for cohesin interfacing with replication forks, as mobilized cohesin molecules might first embrace double-stranded DNA, promptly formed by CMG-coupled leading strand synthesis, and subsequently capture ssDNA on the lagging strand template prior to its replication. In this view, coordination of cohesin loading and leading/lagging strand synthesis machineries might play an important role for the establishment of sister chromatid cohesion. In vitro, second DNA capture depends on the Mis4/Ssl3 (Scc2/Scc4) complex, so far the only known factor able to recruit cohesin to chromatin. It is, therefore, reasonable to think that this complex may associate to replication sites to mediate cohesin "recycling" and entrap nascent chromatid in two consecutive steps. However, it cannot be formally excluded that replisome-associated cohesin may be re-loaded through a different mechanism. In this respect, it has been reported that cohesin accumulation nearby stalled replication forks depends on the MRX (Mre11-Rad50-Xrs2) DNA repair complex (Tittel-Elmer et al. 2012 ). This complex is also characterized by the presence of long coiledcoil domains ending in ATPase heads in its Mre11 subunit and has been proposed to tether DNA break ends together (Seeber et al. 2016) . It is, however, not unclear, whether this MRX-dependency may reflect a function in cohesin recruitment to sister chromatids or instead a requirement to prevent cohesin release, perhaps due to sliding through free DNA ends resulting from fork collapse in the absence of the complex.
Contribution of the interfacing of cohesin with replisome components to the stabilization of stalled forks
The active replisome is highly dynamic and situations inducing replication stress are thought to result in changes in replisome-fork structure (Sogo et al. 2002; Gan et al. 2017; Yeeles et al. 2017) . For instance, inhibition of DNA synthesis leads to uncoupling of leading/lagging strand synthesis and DNA unwinding, resulting in the formation extended single strand DNA stretches at stalled forks (Ball et al. 2005; Byun et al. 2005) . The DNA replication checkpoint kinase Mec1/ATR directly monitors these changes and elicits a cellular response aimed at protecting genome integrity (Zou and Elledge 2003) . Amongst checkpointmediated effects, protection of fork integrity is retained as the key function influencing cell viability in response to replication stress (Tercero and Diffley 2001) , proposed to be exerted through direct regulation of replisome components function as opposed to prevention of replisome breakdown (De Piccoli et al. 2012 ). The precise mechanisms through which checkpoint kinases preserve the proficiency for DNA synthesis of stalled fork-replisome ensemble are not still fully understood, though they likely imply the suppression of nascent strands displacement from DNA polymerases (e.g., during fork reversal) and/or nucleolytic processing (Cotta-ramusino et al. 2005; Bermejo et al. 2011; Jossen and Bermejo 2013; Colosio et al. 2016; Rossi et al. 2015) . Additional replisome-associated factors contribute to promote the functionality of replication forks by either directly removing obstacles to fork progression (as Rrm3, Pif1/PIF1 and Sen1/SENATAXIN helicases) or by somehow providing structural stability to paused replisomes (as the Mrc1/ CLASPIN-Tof1/TIMELESS-Csm3/TIPIN replisome protection complex components) (Katou et al. 2003; Calzada et al. 2005; Tourrière et al. 2005; Azvolinsky et al. 2006; Bando et al. 2009; Alzu et al. 2012) . Strikingly, mutations in checkpoint and replisome stabilizing factors also result in defects in sister chromatid cohesion establishment (Xu et al. 2007) , further supporting the notion that altered replisome dynamics impact on nascent chromatid entrapment and locking. Similarly, several factors contributing to the dynamic organization of the replisome (e.g., Ctf4, Ctf18 and Elg1), also required for SCC establishment, are important for the stable progression of stressed replication forks (Bellaoui et al. 2003; Poli et al. 2012; Villa et al. 2016) . Thus, stable replisome-fork architecture appears to be a critical requirement for both preserving stalled replication forks capacity to resume DNA synthesis and for effective cohesion establishment.
Mutations impairing cohesin function, mobilization from chromatin or translocation to and locking of newly synthesized sister chromatids confer sensitivity to agents inducing replication stress, stalled fork progression defects and impaired sister chromatid cohesion (Frattini et al. 2017) . Hence, replication defects upon impaired cohesin function are likely to also stem from inability to stabilize stalled fork architecture. Of note, impairment of Eco1 activity confers HU sensitivity in a fashion epistatic to that of Rsp5
Bul2 and Cdc48 mutations, indicating that cohesin acetylation at stalled replication forks, and presumably a close association of sister chromatids, is important for this mechanism. Hence, a likely role for cohesin may be to provide "constraining support" to prevent the disarray of replisome factors in association with stalled nascent chromatids (Tittel-Elmer et al. 2009 ), either passive owing to cessation of processive DNA synthesis or induced by topological transitions affecting replication forks (Bermejo et al. 2011) . Collectively, this evidence suggests a scenario in which factors supporting the dynamic replisome-fork architecture and promoting cohesin mobilization interplay to achieve a productive molecular interfacing resulting in the efficient entrapment of nascent chromatids. Interestingly, both the interaction of Rsp5
Bul2 with cohesin and the detection of ubiquitylated cohesin forms depend on Mec1 signaling (Frattini et al. 2017 ) and checkpoint-dependent phosphorylation of cohesin has been observed in different organisms (Yazdi et al. 2002; Heidinger-Pauli et al. 2009; Bauerschmidt et al. 2011) , suggesting that fork cohesin interfacing and cohesin-mediated fork protection might be directly promoted by the checkpoint response.
Concluding remarks
Cohesin plays key roles in chromosome organization and in the maintenance of genome integrity. Mutations in genes coding for cohesin subunits or its regulatory factors cause human disease and have been associated to different types of cancers (Solomon et al. 2014; Zakari et al. 2015; Hill et al. 2016; Koninck and Losada 2016) . How cohesin dysregulation contributes to cancer development is, however, not yet clear. As argued, impaired cohesin function can negatively impact on genome instability in at least three direct ways: by promoting aneuploidy due to unbalanced chromosome segregation, by favoring the formation of stalled fork-driven DNA breaks and by increasing the genotoxic impact of DNA lesions due to faulty repair. Importantly, both replication stress-related DNA damage and aneuploidy are regarded as drivers of the malignant transformation process (Bartkova et al. 2005; Bartek and Lukas 2007; Wenzel and Singh 2018) . The work here discussed provides a framework to understand how dynamic interfacing of cohesin with replication forks may influence both fork stability and the establishment of sister chromatid cohesion. It will be exciting in following years to advance our understanding on the molecular mechanisms mediating cohesin-fork interfacing and gain insight on whether this process is affected by cancer-related cohesin mutations.
